PCT/JP2004/014475 



B * H # fp Jt 

JAPAN PATENT OFFICE 



06.10.2004 



v> h mm t m - -e & a t * m w -t & 0 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



m m ^ n a 

Date of Application: 

ta i t ^ 

Application Number: 
[ST. 10/C] : 



2003^10J? 30 



12003-345740 
[JP2003-345740] 




tb m 

Applicant(s): 



A 



PRIORITY DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH 
RULE 17.1(a) OR (b) 




itiwE^ ffiaE^F 2004-3101869 



2003-345740 



1/E 



mmai 
[*t5H 

[ft*] 

[lUlltf] 
[ftSA] 

[#a±] 

[ft*X(i*^] 

[*#*] 
[*#*] 
[»#*] 



B03187 

Wol5^10J! 3B 
A61K 31/00 

^B^fcffiTffiR&fcWT 12-14 



000002934 

100114041 
ft* 

100106323 

hp m 

005142 
21.000R 

4#Bm#tf>$6H 1 
WfflW 1 
^$J# 1 

9909276 

0203423 



mSE# 2004-3101869 



#M 2003-345740 



: 1/E 



1 1 

[W*5l 2 ] _ j , 
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[0 0 0 1] 
[0 0 0 2] 

(Sulfonylurea secondary failure) £ tt& 0 

^;V7 * -;v<7 l/T 2 &&»«m?»*Utfc*5V>TH\ SUfflt£#fc J: 

[0 0 0 3] 

[tftfXltt 1 ] BI»&H»W002/062764^O 7 

KMBiWiHfeL J: ? •*-*»«! 
[0 0 0 4] 

[0 0 0 5] 

^;V7*-;i/7V72 ^iiililf L t 'f >*y v 

[0 0 0 6] 

t±, %L : Mffi$t Ltz%k$k, DPP-IVM^** )V7 *=.frVVT 2 
?&mMt LXJ%mx%>2>Zt*%)£>XM>BL, Kiofc, 

1) DPP-ivia#ii*#*bT**^^7 2^c»«^^*^J ; 

2) 7;v7t-;v7 i/7 2^i»;V7t-;i") UT^fc^HjBH-t-^ISffBi ) SB*o 

3) 'x;v7*-;v7V7 2 ^ftjP&Srtt'f v * 'J > 3i£MJEiilg iCjgH -t £ tKTIB l ) I2IR 

[0 0 0 7] 
[0 0 0 8] 

^Hjiffl#4«, Dpp-ivia«*t±, dpp-iv [mt^mm^^mM^ (iubmb) k*. 
z>frm. : ec3. 4.H.5] os^ttiasi-s-ffc^wsrisisci-so »<b^w»±^ ^y-f-m 

ffiiE# 2004-3101869 



#J£ 2 0 0 3 -3 4 5 7 4 0 I 2/ 

*7t> DPP-IVlM^fi, DFP-IVffi*S14#«#$*L"CV*.&ffi«K -€-«>^88**^frrt^© 

ft"*-* r^oK5y/J t*otUv> 0 

fcj3. DPP-IVPI#®1£fi, rW*>F (Raymond) h<D^m (^WTtf 

-f^-X (Diabetes) > 4 7^ 1253-1258 H> 1 9 9 830 J £fU 

[0 0 0 9] 

DPP-IV|5SM^*WJt LXlts BLT©<b-Mfc (1) ~ (8) a*W*>*L£o 
( 1 ) W002/062764fclMftS*i;fca; : 
[ft 11 




[s*»K A3^(ism$^Tv>T^> iv>5-l 0M%&mZ, 

xam^> -o-, -s-, -so-, - so 2 -*fcf±-NR 3 - (r 3 tt^sRig^ 

[0 0 10] 

^iiiuii, mtf&«Jfc*fc<0&, tisit©!, «mtco^ ^riimto^ 

flU I5t> vW>IL ^x>^, a^^Bft, } )>*m, V^/l/fc^BU 

S; (I) •eaESiLfc-ffrfrfcli, *ft*Jftl«jTafeoTfe, TKfD^T'^oT^ J: <, Sfcfcy 
[0 0 11] 
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(tt^I-a) 
Am**, 

1) vT/ife; 

2) ^^yN^^'^t/cJi^^'K^rS/^ft-e^^ttm^^tLTV^T^ iV^C i-io r;v-^r 
iftL^, 1 ^^L3HO«^*^TLTV^T^ iv^ftl ~ 1 OOTJVn^S'i L 

4) 7-/;H [0£ L< ^Ci.6T)v^)u-^)V^^)v WJt<ii7^f;v) > #;w\* 
*i& 1 L 3 i^tftMt Ltv^t ^ i v>Ci- 6 7;^;v) -#;wt^ £ b< 

% Ca-io^^nr^+^-^JW^'f^ ( t II < li v ^ n 7" o ;v * ;u) . C 

7-n77^^-*;w^^;v (ffJKIi^v^vA^^'f^) > tKn^^ft 

y ft^**-;!") , Ci-6T;v^;v^;v*-^ L < ;v) s Ci-e 

7^^w;v7-f-^ (!iftL{(^m;i'7^^) ^ *;i/jK^r->;v^ Ci-67^^ 
^r->-*;i/^-;v (SflL<f±^f4ry*;v**-JV) , f- * # ;w\*^e ;v] ; 

5) t^$^tv>tiJ:v^7 5/ S (U£L<lt, *;w^^f;v7^) ; 

6) fi&£*LTv*T*> iv^t-;vS [$f£L<{3\ *;w^^;Hff^^^tv>t^ 

7) wmztir^xi* z^mmMm »tt<it i^v^3i^n^>f^-et^$ 

tL-cv^-ct ±^Ci-67;v^;H (jJIL<li^f;v^ b'j7;^n^f;v) , *;i/tK^t 
7/i^ ^wt^ 7?/i, -ttzitzf-Cz-ioTfr* ; ^f;v7 5 ($) 
($]> h3r->#;v**-ji/7^ s) > #;w^^f -ty-t/ciiv-Ci-ioT 
r^y) . C6-i47 i ;-jv-*;^-;i'75yi ($u ^>^^7^) , Cs-io^ 

D7;V^^-*;^-^75 7i, C7-i3T7;v^r;V^-drv'-*;VjK-;i/T 5 ^ S 

-£tz\±*J-Ci-\oT )V*)\/?,)\/* — )\'T ^f;^;v*zjV7>7, y^f 

;vx;v*-;v75^) > C6-i47'J-^>*-^75ySJ3<t0 f Ci-67^3*y-* 
;w^^f;V7 5 ^*($k ^ h ^y*;wt€^;V75 J)frhW\tti%> 1 ^va2i©ti 

w;k t^t^7V;K f7 > / , j;K ff?'/']^ fcrvs?;K t?n*j;K h'jrv* 

•9-vTV-;v- 3 -4 /k 5 - t*vf 7^7'/-*- 3 ->f A') ] ; 

8) 7?^/S; 

tt£H(f8U &v>Ll 0©y^nr;v^JV7*t;H (0f L < i*z/? ufu <f-)V) 

;v) ^kitiftL-g, l &v*L2'f©<£>mm* : £:;£L-r^Tfc iv^^ic6~ l 4«7'J-;H 
; 
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[0 0 12] 

(>fk^I-b) 

7ttiC 2 -io7;v^-;v» (0£ L< liif-^) ; 

2) t^$JiT^TUv^Fn^'>I [0£L<i3u * ;w^E>f ;v*TrS3&£ fix ^x 
Uv^fii ~ l 0©7;v3*vi L< tt> h^r-» ; ZbKftZ L< fi, */i> 
a^;^ h^rv] ; 

3) Tv^S ffiiKi^jw^^v, ^^w-^'f ;k ; 

4) wmztix\<>xi>£^m.mm& mtL<a, ci-er^*;^ (0* Loay-^ 

) , *;V**^r->;V*> R^2~8<7?T^3 J r>'*^**-;V* ($f £ L < fi^ h*~>#;v 
% ->7/*, #;w*^;i/* % 7 5;i, -ty - 1 fzit'J - C2-10T ; 4 )V 
(flu r-b^;vT^y, v<>9J4 ;v7 5 y) , Ci-ioT^n* ->-»>njf 

(flU ^h*->*M^;V7 5/') ^ *;v;^^^7^S> ^/-Jfcli 

*;w\^^v7 5;) „ C6-i4T';-^-*;v^^;i/T^ ($u ^W'f^7 5;) 

> Ci-io^^n7^A'-»A'#=/l'75 y^ C?-i3 77M^t^v'-*^**-;V7 
; E/-Jfcliy-Ci-io7^^^;v*-^7?/i (A, ^f;vx;v*-;i/7 
5;, y>W;v*-^7 5/ ) > C6-i47V-^^^*-;i/7$/ii , i0 f Ci-67 
;vn^r->-7!7;]/7^^;VT5 y^(^J, y h 3r ;W<^E-f ;V7 ? y )*»?>StftL4 1 

Lzmvwm&z&Lx^xbx^mwmm^ (#*l<wu 7>j;k * 

;v) ] ; 

R 1 4 &v>L 1 0 07;v^;H (f iL<lHV7*f ;k ttz 

tiMSiiM L 1 0 <D Is* uT)\<*)\'Tfl'3r)vm- (Ut L < tev^ n :/n fc?;vy 

Xtf-o- ; 

L^Ci-ioT^*!^ (0t L<{±-CH2-) ;X&2>ft&mo 
[0 0 13] 

5£ (I) -C^^tL^^^^^^T^, 19 felt 2- [3- (7 5^f;v) -4-^ 
F^y-2-^V7*f;v-l-i^V-l, 2-ytKn-6->fy^'J*] -1, 3 
-f 77-^- 4 -j>/;v>K- h u ;u ; 

2- [3- (7 5^^fJV) -4-7*h#y-2-'f77'f;V-l-t^7-l, 2-v 
HKn-6-^V^yy^] -1, 3-f77*-^-4-*^7|l; 
2- [3- (75^^^) -4-yh**/-2—fyrf-^-l-**y-l, 2-v 
b Kn- 6 ->f V + 7 1; ;v] -1, 3 -f77-*- 4 - * ;kJK^r^ 5 K ; 

2- [3- (T^yyf-;V) -4-7^v-2-'f77f;i/-l-t^7-l ) 2-V 
K Fn-6-W V*y U>1/| -1, 3 - f7 > /-^- 4 /UsJ? >V' ; 

(E) -3- [3- (75;^f;v) -4-7*l+v-2-'fy7*f;v-i-t^y-i 

(E) -3- [3- (7?;^f;v) -2-^y7*f;v-4-7x-;v-i-t^y-i 
, 2-^tKn-6-^y^7'J;l/] -2-yn/<t5F; 

3- (7 5/ >f>) -2-^yW-l-*^y-4-7x-;i/-l, 
- 6 V K ; 
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2-1 [3- (75;^fJV) -2-4 V/^;V- 4 -7x-jV- + 2- 

[0014] 

( 2 ) W095/15309& iftefB*3 tLfcsS : 



f tti Sfctt2 * ; giio, iS^(i2*;xfJ-CH 2 -^ -o-> -S-, 

-SO-, -S0 2 -^;(±-NR 3 - (R 3 tt*5[flRT-*^t±Ci- 6T;V^;V*^^t 

) * ; Ritfrmfc*. ^rym, -cho, -b(oh) 2 . -p(o)(or 3 )> -ccr 
4 ttli-CH = NR 5 (R 4 MtjfcfcjR^ 7y*JK^ Ci-6T;v^;v*> ->7^i 
„ ifni, -OR 3 > -CO2 R 3 ^^(i-COR 3 * (R 3 ttflTlBfc mi&m*m-t) 
; R 5 7Xm^ -OR 3 . -OCOR 3 ifet±^>y^*^f'>IS* (R 3 

-fV7°ntf;v N :/^;i<\ -fv^f*, sec.--/^;K t.-7*?-;K ^s>^;k ^fv<vf^ 

[0 0 15] 

„ V % 7i-^77->> yn'J>, -feW, H^t-^A h 'J "7" h 7 

t ^> fnyv, ^jy, yhjV'jv, ^^ev'^-r-f >^^mf hti& 0 

p-7$SWt£LXli^ WjiiSp-TJ-y* /?-7Uy^n^n;r^ /?-75/v 
*n^*>SU ^-7 5/ ^d^J'^>R, jS^^^y^nA^tyl, ^-75y-y 

£«j£-r z&mm* k^md***** lx^x s> x v> 0 

[0 0 16] 

49 * L T v> t J: v> 0 

m ram $ *lt v> x x ^Ritfrmm k & it * ^ib**^ t ttit 00 x. # & - 6 r 

;V^r;V^ C3- i2y^07;H;H, C 2 - 6 71Wr — fr&. C 3 - 12 5/ ? u 7)V^=.)V^ C 
2 _ 6 T^^r-;^> C4-i2V^n7;i'*yx^;H, Ce-uT'J-^* ($f 3: L < ii "7 
-/Hfe) s C?- i577;^;H (ffiKtt^vy**, 7x^f^4) , 7^v>^;v 
t*y^n[2.2.1]A7*f;l/i, fcfv* u [3. 1. l]^"/^**: if^tf bti&o 



Mb 2] 




(ID 
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ntiitLTtt, f(x{f^n^>^ mtL<ayym, ;->7;S;7y 
- i4 7V *r{4«&£*L-cv>Tfc x^mw&x*; -t tzitv-m&zfrx i> x 

[m^tir^x is 4v*c 6 - i4 -/u&j Kfeit&Ce- i4 7V-;v^£: Ltii, tfUx. 

ft> ; vr^i ; - bol ; Ci- 6 7;v^;vafe ; l ftv^L3«o^n^*>iRT- (» 
JL<ii7?*) -cg^$tL-c^ iv^Ci- 6 7;v=f^r->* ; #;v^~>;i/^ ; #;w^w 

; Ci- 6 7J^;v^;wt-;H (»f L<i^^>^;v*-jvi) ; Ci- sT**^* 
■?;&y--£fcf45>-gf&$*i-cv>-C*> i^7^^;^-;vi (ffiL< (4y>f^7 5 

HtrfS rem^tL-cv^-ct 4v>J£lbfcSf*J #i:«ftL<l±, 5-- 

hn-2-f'Jy;V7?/^ 5-->7^-2-tTV v?;V7 5 2- fcf V 5 ^;V7 5 J 

2-t'7^V7^ift^^ 0 

lulS rfi&£*LTTv>-cfc iv^tf^uy-^J fc*3*t£g8yfei ttli, 

W^L/i re&$*LTV>Tfc iV^Ce- 147V -;V*J ^iO 5 rfi^^tLTV^T *> «fc V^fg 
[0 0 17] 

±IS r7S /M)$£±o-g&»J tttli, ^x.{f«m^tLTv^Tfe J;v^>fb7K^> 
*Bft2k l*v>L3fl^n^*^JK^ (SfSL<a7 7i) -?«&$*ltv>t & £ v»Ci- i 
o7)i/3*'>*, 7y;H, Hft$iiTv>tUv»75>'**^^fe)*L4. 

/t>*/i/*, Ca- i2V^n7MM > C2- 10 7;v^;v^ C3- 12 n 7;v^-^*^ 

»#Mbfcfc*U\ Hlfc'fi3"l6«rtt«tl*v>U3fflwlUft*4:^U-CV>T<>J:<, i^i 
^ilMiLTIi, ^l£if7?ys> Ci- 6 7;^^-*W-^7 5 y& (»iL< 
»i 7*^* 7 5^36) , tKn^yi, Ci-6 7^a*^!£, (Sff L<(4bTV 

<li7?l A*, IMS) > ->7^t, -bni, l4v»L3ffl^nyvi?- (jfIL 
<IJ7ff) -Cgt&StLTv^-cfc «tv>Ci- 6 TA'*A'& (M, b'J7;vtn>f;H) „ C 
1 _ 6 7;i/3^ry*, Ci- 6 7;v*;v*«y-£fc{4^-®&£*tTv>-cfc <£v*75 
, tKn + y*, A;Wf^y]H£J:i;Ci- 6 7;v*;v-**S'# J^#-;l'&ri s S>7t^4"*L 
£W^I*£ 1 *v>L3ffl#LTV>T4 J:vv£S*«3!S!fc(&£ L < 14 e V *J>, tfU ^ 

* ;w<ne >f Ci - 6 7 ;v * * - * * ~> * ;v X V-gmm&mmM t L < 

tBSE# 2004-3101869 



mm 2 0 0 3-3 4 5 7 4 0 ^- V 7/ 

[0 0 18] 

5S; (II) T^StiMk^tfO^i: LTtis 5$ (I) ^S$;ft*flS#WO:fifcR;i*tf>«><0 

^ (id -e&ztim&mit. m*myo~e$>vxt>. ftffi®-c$>oxt> x <, £<b^-7° 

[0 0 19] 

^ (id nmztL&ib&m<D&m*mtL'a*. * 

Mb 3] 




■c* $ *is (2S) -l- 1 1 12-[ (5--> r y e y v ^-2-y /w) 7 s y ] M 7 \ J 1 7 -t ^ jW -2 

-yTAli'D'JyV (DPP-728) (W098/19998K13«) > 

[ft 4] 




-e&StL* (2S)-l-|[(3-t Kn4v-l-7f-7>f;v)75 ^ ] 7-fe ^-^1-2-^7 ^-tfn 'J 

(LAF237) (TO00/34241fc|Btt) , 
(2S) -1- 1 1 12- [ (1- tf U 5 V ;v tf ^ V V >-4-W ;v| 7 5 y } 7 -b f - ;W -2-~> 7 J - \£ 

n'jy> (W002/30890^ie«) > 

(2S)-i-IH2-[(e9i/y-2--f ;v)75 75 y I 7-bf-;w|-2-v'7y-tfnv 

> (s) -l- ji- [5- (N, N- *J y ;v 7 5 y x ;v * - ;v) -2- eu^r^y] -2- y ;w-2- •/ n tr 
;v 7 5 y \ 7 -b f - ;v-2- \£ n y > * ;v**- > y ;v (K-361) (W002/51836 K1B1R) . 
& if con- (N' ^ y ~> ;v) -2- -> 7 y - 1? n y y > fts# ; 

Mb 5] 



O 




CH 3 

£ ti& L-threo--f V n >f -> ;v f - 7 V* »J V > (P32/98) . L-al lo-'f V n v ;V ^ 
77'J*;v, L-threo-^f Vn^f ->;v fn'Jy'y, L-allo-'f V n fc?nyi>>\ L- 

/ 1 y ;v tT n y y ^ if o 7 V y y > * £ fcf n y v > l§S# (W001/72290 & if 12 
«) ; teif&mfhKZo 

mUW 2004-3101869 
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[0 0 2 0] 

( 3 ) W001/55105fciB«c£ ftfcN-fi& 2 - *s 7 J n «t 2 - 5/7 ^ n y >f| 
S^o L<MU (S, S)-l-(2-7 5 ; -3, 3-y> f ;V7f V ^)-2, 5-^ ^ Kn-iH-tfn- 
;v-2-#;V5i?- h y ;w 

(4) W002/02560»wffitt$^fe«Sf|R'fk^!» o jfiKli, 7-^> 5>;V-8-[6-(fc Kn* 
f-A/)-l,4-^7<^>-W 3-5^ f-;V-3, 7-5>fc Knyj ^-2, 6-5?* > Q 

(5) WOO 1/68603 £ BUR $ ft fc , s y>? xi-fxirtv fcifcSgtLtf: t?n y y ^If^ffco ff^L< 
tt, (lS.3S,5S)-2-[(2S)-2-7 ^-3,3-^ f-^^f-y ;V]-3-~>7/-2-7^lf->^ D [3. 
1.03^^-9-^e 

(6) W002/14271fcfam$ftfc"7*ny >fM»# 0 0l£L<fi, (2S)-l-[(2S,4S)-4-(3-* 

( 7 ) TO02/38541fcffittS*Lfc5/7y fcfn y v>|fS#o SP$ L < M\ (2S,4S)-1-[(2S,3 
S)-2-7 5 y-S-^f-^-^y^y ^;v]_2-i/T^-4-7;i/*nifny 5?>. (2S,4S)-2-->7 
y_4_-7;v^-a-i-[(l-b Kn* 5/^ ^;v) 5/* n^?>f-;i/7 ^ ^]7-fe^^ n y v>\ (2 
S,4S)-2-5>7y-4--7;l/*n-i-(i-fc Kn^y-3-7^>f ;V75 >')7'tf-^^n y y 

(8) W002/02560, WO 03/055881, W0 03/040174, W0 03/037327, WO 03/035057, W0 03/ 
035067, W0 03/024942, W0 03/024965, W0 03/004498, W0 03/004496, WO 03/000250, WO 

03/002530, WO 03/002531, WO 03/002553, WO 03/000180, WO 03/000181, EP 1258476, 
WO 0251836, WO 02/68420, US 6432969^ KlBlftS ft tzit&m ;P93/01&fc'o 
[0 0 2 1 ] 

xmmm^tLizm^ m$\mm v**, <y-^> 

f?*s, 79, i:t4tSii^til»o 

^^^^JfoDPP-iviaM^-g-SJi, dpp-ivi®«I6?>®3S. ^J^T^^^^^i'J; 

•oXmtt&IF, m*-\£ 1 ~ 9 011%, L< fi5~8 0if%T^l o 

ti>x%z> 0 

s"y. alkT>-7>, T*XYV>, ffiM,*^*-*. fSS^JS^ Kn^y^n fcT;i/-fe;v 
)V * , n n -f K 5/ y * & if ri^lf <b ft & „ 

-t;vn-7, *jv^y^f;vwn-x, *;v**+y^f ;v-fejvn-^t h 'J v A, 
n^y^n tf;v-fe;vn-^ N t Kndfyynif;v^f ;v-feji/n-x, 5j?U tf— ;Hf n y K 

*>ft£o 

^j^^Iiiittii, fill. TVfy, *Wy^f^;vo-^, * 

[0 0 2 2] 

mtE# 2004-3101869 



#M 2003-345740 



9/ 



^a, ^t7 y >mrv -t y > & f^lfW^ttSiJ ; $ix.f:f* 0 y e^;i/y;i/:3-;K # 

[0 0 2 3] 

Lt(i, >j mm.. RmM, ?^ym.m.ti:}?<DwmwL*¥ 
imum <du m % m 1 1 x \t , 7X3;vtr>t^ w# if <b n & 0 

flWt^-g-fc.fctf 5-§\ tit 1 f * i ^ 2 f % ^Otfflfef ) ^ MttV-^fef 

■&vfcM<DftM%mt Ltit ty*V^th'J7A, ^y f-* ?a, t 
[0 0 2 4] 

m> s»^#J^ jft^wft^) > ^wk jftjMM. jscbwj. jg«r#j mxm) mmm 
<t *)MT&-f2>zttfx%Zo &tk, mm<DM&&)%MmmK^xw&-fz>o 

[0 0 2 5] 

, j«M (flk *^'>^tA"fe^n-^*)i/i/") A* if) N *g£-*!| ( 

;i/n-*, #y tf~;nfny Ki/fcif) $fctt}friR#J («, xf7'J>tv^ 
y7A, 5K'Jxfk>^iJa-;i/6 0 0 O^if) 4 if^^JjP Ltl» U #cv»-C&3S 

»tt7aA3-f-f >y&m, Wil&nyj ^ wwbtL^ 0 

ffiSE#2 004-3101869 
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-A7t ;v^*±] , # V tf n y K > ft £<D&mmtt ; -?)\> ? > ft t*<DgrmM% X 

[0 0 2 6] 

3j?^r->> f;vxf-;v-b;vn-x, Hi 7 ^ ;vf-b ;v n - ^ ^ -fe ;u n - ^ ; * 

^y^i3#'J^-LD (t>f >'7ffM-3 0D5 5 (®p a p£) > D-A77^tt 

^il^f ; 7 ^ 7;v#;^ ^ 7 ^ VV- > n 'J v - R S (t'f K5¥7hRS 
t^fK7f^NE (igp Q p£) , D-A77 ;V"vft] tk£<DT9 U /UflHRH^ft if 

[0 0 2 7] 

i/t6 0, ^y jc^w^i; #;V**^v^ ^;v-fe;i/n 7;V^Vgfet 1> y ? 

Aft if) „ ^f;M7^>, 7"n tf;v/N*7^>, ^>^7;V3-^, 

y-^-n,, D-v;vtf>-;v, T'K^ltftif) ft if tmzjbL&mm (flk M^tK, £M 

vyrfr&m **v»tt«ittjKW (flu *u-^, ^i, 

±IB L ^#a«3W <T> T & > fflfcte* SVMi3>7*7'f7>'^ iP^JW * L 

[0 0 2 8] 

#:«J fcWU riPiffjiaifeOATPjSSeK*^^*^ (&T\ KATP^^VimfcfB-f 
3&»*S) ti«t4^/l'7*x^7l/7$S#l (SUR1) K^LTKATP^^fclM 

ftXB (f?lx.{f2jiwm±> L< tt4«iai£l±) S-^L/i^tc+^ftjfiiJgHaT^* 5 
# h ttft v»^® & o 

k> h^^f? h\ 7-tfA^t^ ^^Df7 5 ^y^try k, ^*y tf-^M k> 
v y ^v- ;vft if tfm? h ti& o 
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imm & ^<*> ^ y - KM-fb^ * * 3W»f htizo 

[ 0 0 2 .9 ] 

fcffi, 2£[!Bg&^ &£I*tSt#g, flfrttffi^ [IGT (Impaired Glucose Tolerance) 

1 > IFG (Impaired Fasting Glucose) , IFG (Impaired Fasting Glycemia) 

, mmm&Gwm im, wmw&, urn, mmrn, &mm. ^tfii, mm 
m&n&m&^m, m&fc ms&m&&. mimmmm, 

mmmm, TB.mmm) , mmm^mm., ummrn. m%<oi&t, mitmrnm. mHna. 

[0 0 3 0] 

#f&§go#j^&^fit±, i£#*j-«u fS^-K w*!JlJSL*f t J: or $J 
£tflA©mstcins4tsM, f&teJsft«--?**DPP-ivffi#n*a# i mfii: 

LT&0. 01~100mg/k g#^ L< ttO. 05~30mg/k g#fi> $ 
fcte«FSL<MtO. 1-1 Omg/kg#l^^ iOf ^1 H l@~2@S4t^- 

[0 0 3 1] 

%><> tit* *&w<omtwmmm<ofR&j£K. «5*wu ta-^-K M*.m&. m®.. 

§kW<DMV>i&&J&%"?$>Z>D??-Ftm^m 1 M3Bfc*fr L, #M»J£ 0 . 0 1-10 0* 
Mffiv>*tlf iv> c 
[0 0 3 2] 

tttlB»fll*«&«*lfcLTtt, «xtf>f >^'J^««I (fll> «7v, y^O#«3^e>«JfflS 

* fcaeti*!* cal i n s - 1 m ) . >f^y >«stttBfc#*j (flu ««tr*^v * v 

>\ (vl/^f^S) ni/^'J^/V, Gl- 2 6 2 5 7 0s V^y ^^r>(Reglixane)(J 
TT-5 0 1), * h^y ^V>(Netoglitazone)(MCC- 5 5 5), YM-4 4 0, KR 
P-2 9 7, CS-01K FK-614, *7 JfV y ^ ;v (Ragagl itazar) (N N — 6 

2 2K ?-f-MTesaglitazar)(AZ-2 4 2), BMS-2 9 8 5 8 5, EML 
-16336, WO 99/5851 0 KtiMOiMMl (fllxtf (E) -4- [4- (5- 
^f^-2-7x-;v-4-t ; 'ft , / , J;v^ f*y) *<>i? ;v*3r W 5 J ] -4-7i 

-fl'SFBfe) ) , PPARy 7=*-* K PPAR 7 7>? K PPARy / a fa 7)V7 =f- 7. 

K « -^;V3i/^--t*pi#^iJ (flu *YV^-^s 7iiA>tf-^ 5^*y 
/'jf-h) , y£77y-<< Vffl (M> 7^>*;v^>-, >t Ttti 

^^^com (W. a^Bfett) ) > GLP- l$^7J-7, h [ 

M> GLP-1. NN-2211, AC-2993 (exendin-4) . BIM-51077> Ai b (8,35) 

ffiSE# 2004-3101869 
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hGLP-l (7,37) NH 2 ] , >7*-*Y (CT, ^?A'jyf K) . 7**7*-?- 

n->^7*^7r^-4f81*jW (CT, '<m>W0 , j?37^^h (CT, CL-3 16 
243, SR- 5 8 6 1 1 -A, UL-TG- 3 0 7, SB-226552. AJ-96 
7 7, BMS- 1 9 6 0 8 5, AZ40140) , ttSf^lBlRH (CT, a-^** 

**f->£3§Hfc7=f— * h) , SGLT (sodium-glucose cotransporter) (CT 
, T - 1 0 9 5) SWJJNf kftSo 
10 0 3 3 ] 

4ftMtt^£tt4ffll2: LT(t T;w K-*«5c**fi«W (CT, h/H/A^h, ^ 
^V^^^K *t^^h, ^VW^yK ^t^V^^yb, 7 4 7V7>* 
y K SNK- 8 6 0, CT- 112), XV^VWUam (CT, NGF, 

NT- 3, BDNF, WO 01/14372 fc!B*W>-3.-n Fn7^ • 
#J («x.tf4- (4-^nn7i-JV) - 2- (2->f;i/-i-'f5^yv;i') -5- 

[3- (2 -^f;i/7x^ ^ifV-^fcfcO ) , tt@Tf&0&3iX (CT 

, Y - 1 2 8 ) , P K C m^M (CT, LY-333531) , AGE RfftU (CT, ALT 
9 4 6, tTv^v*>\ ^7h^ftf>, N-7xmf7 , /'J9A -/nv-f K (AL 
T 7 6 6) , EXO- 2 2 6) , m&Wtmffi&m (CT, h®0 , liJflLWJ£3S^J (CT 

*fbi«IIMLigE^Jt LTti, n 1/^ f n - ^llfit^^ ^ ^ f V»» (CT, -tU 
rt7,9*f-v^ 77;a^f n/t*^f->, rf^wu^fy, 

4 fc*± (CT, th'J7Al) ) , ^^7l/>M 
(CT, WO 9 7/1 0 2 2 4 C?B*0^», WxtfN- [ [(3R, 5S)-l-(3- 
7-fe h **s-2,2-i?* f^7"n tf;i/)-7-^ n n-5-(2, 3-v^ F*y7x-;P)-2-i*7-l, 
2,3,5-x h 7 t: Kn-4,l-^>-V^-^-9--fe*tf>-3-^;V] fc? ^ U 3* 

, 7^7-f^Mt (CT, ^ 7-f K ^37^77-K yA7^7*7 

-K ^'J/7^77-h) , ACATIfliJ (CT, 7Ay7^f7 (Avasimibe) , z-y 
;v->v^7 (Eflucimibe) ) , »N * >£«M»III (CT, 3V^f7r/) , y*uy*x-fr 
„ — af-VB^HSiJ (CT, -n^-;v(nicomol), — -feU h o -Mniceritrol)) , -fa 
-9-^^ ^^;K il^to-^ (CT, V-f ^.xa-;i/(soysterol), # > "7 * 17 
- ;v ( y -oryzanol ) ) mifimf hM 0 

LTti, r>v^T>^ywimmmmm (ct, 7 yn, 

, f7 7 ,, j^) , 7vy*f> v>iiJ£#l$iJ (CT, jj>T*y)\'?y vv^r-b^;v, n-y- 

y) , */u->^A}tiS2W (CT, v^v tf ^7^^tf>, TAn-ytfy, 
, -7j;Vvtf>0 , iJ y 7Aft>^;VlPl (CT, WdvA'JA, L-27152, AL 0 
671, NIP-121) , ^n-yv^&^jfetfibtLSo 
fflJBttaiJ: LT(i, CTx.OT«^tiLflE» (CT, f^7x>7;V7<>, 

7x^7)^^ y7*f7ry, 7>7x75 ; f>, •7 , ^-9->7^^ ^ Vy 

> K-;K 7x-;v7"n/v-;v7<y, ;n^yyvy^) , py^'— &m.&M (CT 
, **'U^srb) , p 3 7 3*^ h (CT, CL- 3 1 6 2 4 3, SR-5 8 6 1 1 -A 
„ UL-TG-307, SB-226552, AJ-9677, BMS-196085, 

az4 o 1 4 o) > i-f* Y&*amwm (ct, vzff-y, cntf &mimm&mm 

) , n h^r->r 3f-^ h (CT, 'J^f h'j7*f, F P L - 1 5 8 4 9) ^ ? 

[0 0 3 4] 

5fi|^#Jfc LTJi, (CT, t , ;f/i/»tb , ; , 7Aft7 , n5^ 

t'Jf;H*;Vy-?Aft7*n5>) , f7yK*«W (CT, xf-r^K, 
73>K, h'^DWf7^K, tKn^nnf7^K, tKn7Wf7^K, 
;mK37nnf7^K, ^>7;i/^vK, ^'J^y'F, ^f^of7^K) , ifuT^ 
K^rn^WJ (CT. * fcfn y 7 * h V, h'J7A7V» , &RJft*&XI£5*!) (CT, 
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> K> -f^^S K) , 7V-b5 h\ -fVVA'tfK, J-^^'J^^ fc°V*^h\ * 
[0 0 3 5] 

^fA'J >^ h y ^ A(dalteparin sodium)) , (W, 7^7r'JV*'J 

7 A) „ tdthn^tf^H (flU T;l/# b n^>(aragatroban)) > JfiL&$fl?3l ($k ")n 
3r -f- -if (urokinase) > •f-y^rT" — -t?(tisokinaseK 7*9 --If (alteplasek tf7 

v — -tf (nateplaseK t/'f/?- -If GnonteplaseK ^5 T ~?*7 — -If (pamiteplase)) ifiL 
/i^ililUi (#!k mm^^at°v>(ticlopidine hydrochloride), S/U**y*-;i/( 
cilostazolK >f -^<y -fu ^ h t h 'J 7 ^ (beraprost sodium), % 

|f;v*7l'7 - h (sarpogrelate hydrochloride)) ta }fi)^fhft^> 0 

[0 0 3 6] 

•fsm^ffl -f > * y y &m&m\ im-tz 0 

£ £ -c\ DPP-lVIS#lSi3 <£ xfT^jvy it V7 2 tun, tuts t mm 

±M LtzJyxvy frWfemm a , dpp-ivpi*^ £ m ^ x , ffrfa* ;i/7*-;v>i/7 2 

„ ^#a9trii^A'7 *-;v7 2 £M^RJfttt4BH Ltflt^S. 

tfrft-g-flfe (0k 7s;i«7*-;v7 VTik&m, y* V >##M£it3i) offllttCJ: *) 

BB«^H fc * o ATPj®g:teK + ?- ^ * ;v <£> nttffl J ic Hi" 2> . 
i:t?, dpp-IVPJI#^ , ^A/7*-A">i/7 ft^* * «t tf&Sbtt 4 > * U > frmfeMM 

±93LfcH«#JMk DPP-™#m^^v^T, MK*JV7*-;U7V7 2^»M^#i?6 

7 2 ^ittftR^m k LttffiT**, 
[0 0 3 7] 

^TO^ife^ Jltf^KM^^V^T^ 2-|[3-(7?y>f^)-2-'f VW-4-7j-;V 
-1-t^f 7-1,2-^t V^y 'J t^fy| 7-fe F 75 K -7XfDt»^-fb^A 

[0 0 3 8] 

mmmi 

it&bA (150mg) , mM (1184mg) > a-VX^-f- (360mg) , HPC-L QSfi£^ 
B#W3I (#0 90 (60mg) , *mv>f^n-^*^>>>A (S^:ECG 
5 0 5, (W) m (60mg) „ jf£ H B H -fe;i/n -7. (igj n n n£ : T*?-fe;W MitJ&ZM 

(W) U) ( 172mg) # J: VP 7* -f T V ^ * * A ( 14mg) * IL^T'iS^- L a # b 

tL2>m<km<r>r> *>200mg*ME.tf yzf&ZfVAm (II»IS) *fflV>-Cfl-^L. tt@8mm 

[0 0 3 9] 

1 

[N-STZ-1.577 

&1fel. 5 S (DmnWiy v h K 7 M" "f h > ( S T Z ) (120mg/kg#:«) «rS-^ L 

> 2lM ; efm^N-STZ-1.57-7 h^SLfCo 
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N-STZ-1.557 h (JStt, 24E) |:^'J'<>^7?K (10mg/kg#:m/ B ) £ 
4®F^**?£oTii£P&#LT*;i/7*^;w? 1/7 2 2 MUm^T'*' t L£f£, 
h*A~D&<D4m (#6E) K43"tt, A* (WTO*) f;V*JVD-7 
M^ffc^ BfHctt^V-'O* 9 5 K (lOmgAgM) C^M'te^x^ V - K (50mg/ 
kg#m) DSMctilfc^A (3mg/kg#m) ^ -etL-e^P^ L£ 0 

ov^\ Mng/kg^J^^n-^fc^P&^-U ^n-^rfcifc-S-iitf t& 

fcib\ HiLij|*'>3-;MtM\ L;5"f 77n-Glu2 (igq a n£x jftjtelft*X«*|lrt:4ri±) £ 

a* [*2] ic^-To ^tottw^ffi (n=6) *m-? 0 
[*i] 





Ap(itfiS) 


172. 72 


Bi(^'J^>^7? K) 


180. 65 


C»(^r-^»;-K) 


185. 95 




134. 83 



[*2] 



iftLjg'f >*'J >±M( tf U/ml) 



A»(JtH) 

c*(f-7-^u- k) 



19.37 
18.03 
18.76 
44.06 



[mil IzlUZtLZX^K.* X;V7t-;U^V72*»2lfS^77 Md^y'O 

fcft-s-L-cfc, jfo^;v3-*&T^y±#k*Lfcrt>o£^ <k^*A (dpp-ivis#^) 

[362] £ 7 fc, ^;V7*-n/-> V7 2W2lfIi7 v Y \zy 

[0 0 4 0] 

t&ttw y >7>Mit^T-(4>r >; ^^-^^#<bttr > L^*«o-c+5-*jflL»fi 
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